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1 I^mcunentlyEmrtmsPriifessaofChetiriMiyatihelW I 
have bei« teicWiigCheoalrtiy «U.C Beikeley linoe 1W< and have boea aPtofbucff slnoe 1957 
aiidwMfc«njerChalnMn of the Cheausuy Depute Duxingmy temnelliavei^ved 
aunnDus MlmMpi, lectureships, and awards, ihave also served on the editorial bottds of 
Bumerom Joumab inclodinf the Joumal of Medicinal Cbemistiy and the Journal of Orpnic 
demiaTy where I am cunwtly a Senior Editor. In my career I have published over 440 articles 
VMning ahPoadnnge of tc^ in die field of organic and syothetic cben^ 

3. 1 make tfdi declaration under 37 CF.R. 1.132 to traverse gioaodaof rqecdon of the above- 
idendfied I^t Applioadoo, Serial Na 08/782^90 of Samuel Rose. MD (hereinafter the 
'590ApplicatiaQ). 



4. 1 have examined and am familiar with the ofiginai specification, claims, aad^^ 
*590Applieatioo; the Official Acdoomaikd March 18. 1998; the Amendneot filed September 21, 
t998; and die Official Acrim mailed November 2S, 1998. 



RFdflARnTNn OFPIQAL AmON MAn.ED ivOVRUWRg 7S looa papto 
NUMBER 18 (HRREINAPrTO "ArTTnKr'N 



Suffidem dMil «f die iRvwdon is described in die spedfieadon of Uw paicman? 
20-24} for an individual who hu expefience in Qiipmc and syatbedc chemise 
viriaus iohibte predpiiBble inateilals described in diis paiem applleatien. 
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Tbs indoxyl class of soluble pndpitattle materials disdosed in the patent afipUcatiQD can be 
readily nade fay tnan^iulatingwdl-jm^ The 
syiitliesU woric is teehBicaUy ccn^lex* but given die 
the applksatiflR and in viiiw of the iindermndins of dMM 8h1M 
iwdilybBmade. The diinenangftiflstion of initoxyi confounds 
molecule funns a xtactive intermediate which is lapidly oxidized and setf-condenses to fins a 
new molecale (for example indigo) is well-known in die field, has been widely puUishedi and has 
been disclosed in die qjecifioatkm of die iqtplicailQn. Ibe^eciflcadcmcf die (4>plicad<m also 
disdoies a number of vatiations of indoxyl compouads which can be fe^y made by ooe <»k i"ff f 
in the an by adding Awetional and/'or leactive giogps, dqpenden^ 
diftewt posidoos of dw basie ittdoxyU to alter die dioKriaatia^ 

leacdoiL example, on page 21 and in Hgs. 11-12 of die application, Dr. Rose discloses how 
the attachment of a lactam can be made via die phosphate gioop to die indoxyUt position 1 Thus, 
given the infosmatioa discOosed in die appUcadon. oAe skilled in die «it co^ 
iodoxyl valiant 

llie diadcaure of the present ittvendon (page 23-24) also enabtes oiu» ikiU^ 
make sohibtepmHpitafabraaieriak by attaching a sobibUalngpdymer to an insoluble cfaeo^ It 
is wen-known ia die field and to one skUled in die art duit die attachment of cenai^ 
moiecufes lo any number of insoluble chemicals or agents results hi die final pioduet being soluble 
and diat if die bond betwen die two mcnedes is later cleaved, die insoluble cotsp^ 
pne^^itBte. GivcBdiedlse1osureaodtheexaiq)leusedindiespecif!catumofdieqipBcatian,oiie 
skilled in die ait coidd make die sdublepiedpitaUemateridsdiKkned by Dr. R<M Hie 
tyivhMis tequired for dwse types of soluble praeipitatde materials ( coropai e d to dw indoscyl dsss) 
Is leas difficult. 
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Hie di5ck)«mB in the specification of Dr. Rose's pitent application enafaies one "k ilff d in 
the art ID radio-label the soluble piecipitable material Radio-labeling of the indoxyl class of 
soluble pr«dpitable materials is described on pafe 23, Fi^ 15-17 of die application. ReganUag 
*e second class of aolubte piecipitable maiBrials, the prooBw of radio-labding vlnuully «oy 
insokbJe chemical is well-known to one skilled in the an» has been pub&shed, and can be easily 
achieved. 



Sufficient details axe disclosed in the specificadon of the patent application (page 19) fv one who 
is skilled in die an and who has tttperience in organic chenrisity to attach molecules to the soluble 
prac^tible materials to tnake them cell in^enneant In particular, ooe skilled in the art can attach 
the mokctiles to the firat tbenpeutic agent The molecukK which would make the soluble 
pnec^ttble material into a cell In^vmiBabls molecule can be anioflio molecules and/'or luge 
noleeules, such as polymers or peptides, gzeaier Uuui 1000 Daliuiu. It is weU-known to one who 
is skilled in the an (and fttguentiv tnacdcedl that anachment of such mtitet^uiiM ^n^f^ 
penneaotcbemicals, cdl in^enaeant 

6. I heitby declare thai afl statements made hei»in of my own knowledge are true and thai aU 
staienms made on ijifonnation and beUef are believed to be true; 

were made with the knowledge that willfW false statements and the like so oudc are punishable by 
fine, imtnisooment. or both, under Section 1001 of Title 18 of the Untied States Ctrie. 
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